While hyperpnea and reduction of the CO2 content of the blood are generally recognized findings of salicylate intoxication, little is known concerning the effect of therapeutic doses of salicylates. The prevailing impression (1) appears to be that such doses have no effect on the respiration. Investigations dealing with this question in experiments of a few hours duration showed small decreases of the CO2 tension after single doses of salicylate (2, 3).
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As part of an inquiry into the physiologic actions of salicylates, a study was undertaken on the changes in the electrolyte equilibrium of the blood of patients receiving therapeutic doses of salicylates.
METHODS
With precautions to avoid stasis, venous blood samples were drawn by means of a tightly-fitting syringe and needle and were delivered under paraffin oil. Determinations of serum pH, CO2, chloride, and sodium were carried out by methods previously described (4).
RESULTS
In Table I are presented the data on the electrolyte equilibrium of 21 rheumatic patients, 3 to 15 years old, and weighing 15 to 65 kgm., who had received sodium salicylate or acetylsalicylic acid orally in amounts ranging from 0.07 to 0.28 gram per kgm. body weight daily. The period of medication varied from 1 to 28 days. Fourteen of the patients developed one or more of the manifestations of salicylism. These varied in severity from a simple hyperpnea, the mildest symptom, to intense vomiting with hematemesis, which was observed in 2 of the patients. A relationship between dosage and symptoms is clearly indicated: Figure 1 are shown the data for the blood of F. S. who received 0.20 gram per kgm. of acetylsalicylic acid daily for 5 days. During this time, the pH increased slightly, the CO2 content and tension dropped, and the chloride content increased to an extent corresponding to the loss of the bicarbonate. The sodium concentration, not shown in the figure, did not change notably. Withdrawal of the drug was followed by a return of the values to normal. In Figure 2 are presented the findings on the blood of A. D., who received the same dosage of acetylsalicylic acid for a period of 7 days. In this case, the decrease of the CO2 content was only partly counter-balanced by the change in the chloride value; instead, the sodium content decreased to 134 m.eq. per liter. Another type of response to salicylate administration is shown in Figure 3 . Patient B. S., who received 0.23 gram per kgm. of sodium salicylate for 6 days, showed a transient elevation of the pH to a value of 7.57 with a small decrease of the CO2 content and a marked diminution of the CO2 tension. In the latter part of the period of medication the pH returned to normal, and the CO2 content decreased to a low level, without much further change in the CO2 tension. The sodium content of the serum of this patient was also significantly decreased, while the chlo- A Acetylsalicylic acid. * Samples designated "before" were taken before salicylate administration-was begun. The figures followed by "after" indicate the period after medication had been stopped. ride, not shown, changed little. In 11 of 13 patients, on whom repeat-samples of blood were obtained during periods of salicylate medication, further decreases of the CO2 tension, accompanied by diminished CO2 content, were observed. The mean difference between the CO2 tensions of the first and the second samples during periods of -medication, statistically highly significant, was 3.6 mm. Hg with a S.E. of 0.9 mm. Hg. This indicates a cumulative effect of the drug.
No marked difference was observed between the effect of sodium salicylate and of acetylsalicylic acid; however, the data are insufficient for a detailed comparison.
In Figure 4 is presented a scatter diagram and the calculated regression line depicting the relationship between the CO2 tension and the daily dosage of salicylate. All CO2 tension data listed in Table I 
